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1 . A Aiethod to separate ycells according to a 
product secreted \and released by yhe cells wherein the 
separation of cells is effected atecording to the degree 
to which they are\labeled with i&he product, the method 
comprising the steps of: / 

coupling! the surf ace^ of the cells to a capture 
moiety and culturing the cellm under condi^ons wherein 
the product is secrteted, released and sp^ifically bound 
to the capture moieW;-''>fcnd / 

separating the.\ells on the basis of the bound 
jpr^dxxG^ 

2. The method accji:^ding to claiiPr-3-. further 
comprising the step of/lcib^ling the product prior to 
separation. 




3. The methoTd according to claim 2 wherein 
the product is labeled with a label moiety! 

/ 

4 . Th^ method according to claiin^3^herein 
the laJoel moiety is an antibody specific for the product. 



/ 



label moiety is^f 
conducted by cell 



5. The[ method according to claim 1 wherein the 
luorochromated and the separation is 
sorting. 



6. 



7 



method according to claim i wherein the 



label moiety is magnetizable and the separation is 
conducted in a magnetic field of sufficient strength to 
magnetized thL label moiety. 
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7. The method according La claim 6 wherein 
the label moiety comprises colloida^ ymagnetic^^particles 
with a typical diameter of about 5^ 



7 



200 nm. 



8 • The method accord^^ig to cla im J ^^wherein 
the capture moiety is an antibody/or an antigen- binding 
fragment thereof • 



9 . The method 
10 the antibody or antigen b 
bispecif ic. 



15 





g to claii 




8 wherein 



di'n'g fiagment thereof is 



The method a^ccordiiig tb claim^^l^^ 
the counZing is throiigh a /lipid anchor attached to the 
captu^emoiety opp<^nally^ through |/a linking moiety. 

/ / i ■ ■ ■ 

11, The methoci according to claim 1 wherein 

the coupling is through/ an antibody or an ane±geir- binding 

fragment thereof attached to ^he| capture moiety, 

20 optionally through a l^inker. 

12 • The method according to claim ^l^^^erein 
the coupling is through direct chemical coupling of the 
capture moiety to conqponents on the cell surface, 
25 optionally through/ a linker. 
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13 . The method according to cla im 9 w herein 
the coupling is through specific binding of the antibody 
to the cell. 



cells with a product 
cells, which method 

the cells to a capture 
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culturing /the cells 
the product is secreted and rel< 
is captured by the /capture moi< 




The method according to claim 14 wherein 



e specific binding 
ant igen - b inding f ra* 




er conditions wherein 
sed, wherein the product 



abel moiety. 



15 . The method acc;6rding to claim 14 wherein 
the product is labeled with 



16 . The met 
the la±)el moiety is an 



ording to claim 15 wherein 
dy. 



Lrtnerjis an antibody or an 
^nt thereof. 



15 



18. The 
the antibody is bi 




19. 

the coupling is 
specific binding 
moiety. 



ethod according to claim 17 wherein 
ecif ic// 

. I) 

nethod/ according to claim ^4 w herein 
hrough a lipid anchor attached to the 
pai tner optionally through a linking 



The 

^ — fch^^oupl ing/ i s 



fragment thereof 
optionally /through a 



mlpthod according to claim 14 wherein 
through an emtibody or an ajitige^- binding 
attached to the specific binding partner 
linker. 
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21. The method according to claixn^lB^^wherein 
the coupling is through specific binding of the antibody 
to the dell. 




J2 . >A conqpfpsition of matter which conprises 
cells ^apaib^e of capturing a product secreted and 
relea^jed by the cells Iwherein the surface of the cells is 
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coupled to a capture moiety, and/ wherein the specific 
binding partner ils not a hapten. 

23. The cornpositio^i/according to 



which is further coupled to 



The composition according to claim 22 



wherein the capture 
binding fragment th€ 



ific. 




product , 



is an antibody or an antigen- 



tion /according to claim 24 



ccording to claim ^22^ 
a lipid anchor attached 
through a linking 



according to claim_22_^ 
an antibody or an 
attached to the capture 
linker. 

according to claim 25 
specific binding^of^^the 



29. /pells and progeny thereof separated 
according to the method of claim 1. 



30.' / Cells separated according to the method of 




claim 1. 



31. A method of analyzing a population of 
cells to id^entify orlenvimerate the cells that secrete an 



I 
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amount of produdt relative to other cells in the 
population, the method comprising the steps of: 

labeling the cells by the method according to 

claim 

/"""^ labeliilg the cells with at least one additional 
label that does npt label the captured product, and 

detecting the amount of product label relative 
to the additional llcUbel • 



10 
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20 
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thod according to claim 14 further 



32 • A method of determining a distribution of 
secretory activity! in a population of cells, the method 
comprising the steps of: 

laibeling jcells by the method according to claim 

14 , and 

determinij;ig the amount of product label per 

cell. 

33. Thd 
comprising the st 

determiner g ^he amoiint and type of product 
label per cell wherein distribution of secreted product 
type and secretory activity fo^ each secreted product 

of cells^ is determined. 

34. A kit for u^ e in the detection of cells 

7 / 

that secrete a desired procuct, the kit con^rising: 

a product cag^re /system con^rised of at least 



type in a population 




one anchor moiety smd/at 




LSt one capture moiety; and 




at least ojde Ic^ql moiety. 

35. A ki/t fori use in the detection of cells 
that secrete a desared product, the kit conprising: 

at lea^t one bispecific antibody having at 
least one antigen recognition site for at least one cell 
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e and at least one antigen 



e product. 



and 



at least one label 



36. The kit according 
at least one bispecific antibody 
label moiety are in a singl 

37. The kit accor 
at least one bispecific ant 
through a cell surface mol 



38, 



The kit ac 
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cell surface molecule is a natur 
surface protein. 
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ite specific 



5 wherein the 
least one 



wherein the 



the cell 



17 wherein the 
lYly occurring cell 



39. The kit /accor^inof to claim 37 wherein the 
cell surface molecule /is a ycelV surf ace marker . 



20 




40. The kit according to claim _39_ wherein the 
cell surface molecule is selected from the group 
consisting of CD4,/cD8, CD19, CD20, CD14, CD16, C2D15, 
CD45, Class I MHc/molecules and Class II molecules, CD34, 
CD38, CD33, CDSs/t cell receptor, Fc receptor, 
microglobulin, and immunoglobulin. 

/ 

41. /The kit according to claim 34 wherein the 
incubation conditions include a high viscosity or gel 
forming medixim. \ 



42f. The kit according to clai m 4j^ ^herein the 
medium is s4lected from the group consisting of gelatin, 
agarose, alginate and combination thereof. 



35 
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43\ The/kit according to /laim 37 wherein the 



label moiety m an antibody. 



5 antibody coit5)rises 



detectable label 
f luorophores, 
magnetic particles 



10 



label 
sorting 



15 



to claim 43 wherein the 
label. 

zo claim 44 wherein the 
the group"~cons i s t ing of 
, chromophores , and 

t\D clainL-45_ wherein the 
fluorescence activated cell 

to^claim 37 wherein the 



25 
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label/ rnoiet 



20 label moiety 
antibody is 



49. 

third antibody 



third'^ant ibody - 

to claims 47 wherein the 
genin and the third 



to claim 
detectable 



aim 47| wherein the 

labeir^.y 



50 

comprising a 
51 

comprising a 
capture syst 

52 

product comp 



to claim 35 further 



to clain\^35^urther 
contcunination reducing 



identifying cells secreting 
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combininb a mixed population of cells with at 
least one first, bispecific, antibody, each antibody, 
having combining sites specific for a cell surface 
molecule and at ledst one product; 

incubatirp the combination under conditions and 
for a time suffici^lftt to allow the cells to secrete the 
at least one prodi 

adding it \l^ast one laODel moiety; and 
detecting the at least on^label moiety. 




53 . "Ehe method 
comprising the step of 
product from the ^nixed 

54, The method 
the cell surface molecule 

rface protein. 

55. The meth 
the prbt^ein is a cell 



56- The 
the cell surface marker 




52 further 



the cells/secreting the 
at ion. 

ng to/claim 53 wherein 



turally occurring cell 



according to claim 54 wherein 
irker. ' 



25 
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Ing to claijrL_&§_wherein 
cted from the group 
consisting of CD4/cD8, CD19, CD20, CD14, CD16, CD15, 
CD45, Class I MRQ molecules and Class II MHC molecules, 
CD34, CD38, CDs/, CD56, T cell receptor, Fc receptor, ^2 
microglobulin, yand immunoglobulin, 

57./ The mdthod according to claim^52- wherein 
the incubation conditions include a high viscosity or gel 
forming medd 
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56. The me£hod according to claim 52^herein 
the IcLbel moiety is an Wntibody. 



\ 
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59, Thje method according to claim 58 wherein 
the antibody comE^jrises a detectable label, 

60. Thle method according to claim 59 wherein 
the label is selected from the group consisting of 
f luorophores, radioactive isotopes, chromophores , and 
magnetic particle! 

61 • The method according to claim 60 wherein 
10 the label moiety ip detected by fluorescence activated 
cell sorting. 
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62, Thelmethod according to claim 61 wherein 
the label moiety is detected by a third antibody. 

63 . The method according to claim 62 wherein 



the label moiety is 
antibody is specif i 

64. The 
the third antibody 



coupled to digoxigenin and the third 
2 for digoxigenin. 

(ethod according to claim 62 wherein 
imprises a detectcQ^le label. 



65. Th€& xAethod according to claim 64 wherein 
the label is selected^ from the group consisting of 
f luorophores, radioajctive isotopes, chromophores , and 
magnetic particles. 



66. The 
the label moiety is 
cell sorting. 



mathod according to claim 65 wherein 
ietected by fluorescence activated 



67. The mdthod according to claim 52 wherein 
the label moiety conpVises a magnetizadDle moiety. 
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